Abstract
81
SDH is an enzyme of the TCA cycle involved in the conversion of succinate to fumarate and a key 82 component of the mitochondrial respiratory chain. This enzyme is composed of four subunits, SDHA,
83
SDHB, SDHC, SDHD; and two assembly factors, SDHF1 and SDHF2 [23, 24] . Mutations in SDH are 84 found in familial paragangliomas and pheochromocytomas [14] [15] [16] [17] 
159
and confer to the enzyme the ability to produce the oncometabolite R-2-hydroxyglutarate (R-2HG) 160 [64, 65] . 2HG, the reduced form of akG, is naturally present in two optic isomers, R-2HG and L-2HG.
161
In normal cells, 2HG is a minor by-product of metabolism and its levels are kept low by the activity of 
206
Environmental cues regulates oncometabolite production
207
The observation that 2HG is sufficient to promote tumorigenesis [80] 
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